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PAT VAN PE
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suy than giai doan cudi, han ché cac tac dung phu cla
thudc trc ché mién dich.

Chwa cd diéu trj tdi wu cho cac bénh nhi bi HCTH
khang steroid.



PAT VAN PE

anh gida két qud diéu tri cla cac thudc
trc ché& mién djch (CsA, TAC va MMF), két cuc va cac
yéu t6 nguy co tién trién dén bénh than giai doan
cudi ctia hdi chirng than hu nguyén phat khang
steroid tai bénh vién Nhi Dong |.




POI TUONG VA PHUONG PHAP NGHIEN CU'U

@ Thiét ké nghién ctru: héi ciru, mé ta loat ca cé phdn tich
@ Pbi trong nghién ctru:
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SRINS tai khoa Than, bénh vién
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PpOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

Tiéu chi chon mau:

Tiéu chi loaira
*HCTH nhii nhi hoac HCTH dang hdi chirng

*Tién st gia dinh HCTH khang steroid

*Bénh cau thdn mang hodc viém ciu thén
tang sinh mang

*HCTH th& phat sau bénh than IgA,
Henoch-Schonlein, Lupus d8, nhiém HBV
hoac HCV man

*Théng tin khéng day dd theo bénh an thu
hap sé liéu.
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POI TUQONG VA PHUONG PHAP NGHIEN CU'U

*

+ Luu do tién hanh nghién ctru

HCTH khang steroid ¢6 sinh thiét than

VW
Ho so tai kham thoa tiéu chi chon mau
Il Bénh 4n thu thap s6 ligu

biac diém dich té, 1am sang, can lam sang

v

Theo doi dap (mg diéu tri
Lui bénh, khong lui bénh 5| Téi phat sau dap (g di€u tri ban dau
Tac dung phu
Bénh thin man giaidogn cui |—>{ 2 Y¥4 0 18LY €0 i i i bénk




@ POl TUONG VA PHUONG PHAP NGHIEN CU'U

Phac d6 diéu tri HCTH nguyén phat khang steroid tai bénh vién Nhi Péng I

HCTH nguyén phat khang steroid
2

Cyclosporine 4 — 6mg/kg/ngay [Co 100 — 200 ng/ml], hoac
Tacrolimus 0,1 — 0,2 mg/kg/ngay [Co 5 — 10 ng/ml] x 6 thang

Khéng lui bénh: Tacrolimus néu Lui bénh: trc ché calcineurin it
khéng dap irng Cyclosporine nhat 12 thang

\ 4

N

Lui bénh: tiép tuc Tacrolimus it
nhat 12 thang

v

5| Khong lui bénh: Tacrolimus + N Lui bénh: duy tri Tacrolimus +
MMF 0,8 — 1,2 g/m2da/ngay MMF it nhat 12 thang

5| Khong lui bénh: giam dan va
ngung thuéc UCMC

+ Prednisone cach ngay, liéu thap nhat dé duy tri lui bénh
+ Enalapril va / hoac Losartan




2 pOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

@ Dap irng diéu tri:
@ Lui bénh hoan toan: khéng phu, albumine mau > 2.5g/dl va dam
niéu /gidy nhing am/vét hodc dam/creatinin niéu < 20mg/mmol.
@ Lui bénh mot phan: khéng phu, albumine mau > 2,5g/dl va dam
niéu /gidy nhing > 100mg/dl hodc dam/creatinin niéu 20 — <
200mg/mmol.
@ Khong lui bénh: phu hodac albumine mau < 2,5g/dl hoac
dam/creatinin niéu > 200mg/mmol.
@ PO loc cau than wdc doan (eGFR) theo cong thirc Schwartz cai
tién
@ ESRF khi eGFR < 15 ml/phut/1,73m? da.



pOI TUONG VA PHUONG PHAP NGHIEN CU'U

@ Xt ly va phén tich sé liéu:

® Ty Ié kha ndng song con cla than (dén khi ESRF) dugc phan
tich bang duong Kaplan-Meier.

@ Kiém dinh Log-rank va phan tich da bién bang hoi quy Cox
dé xac dinh cac yéu td nguy co tédi ESRF.

@ Sy khac biét co y nghia khi p < 0,05.

@ SO liéu nghién clru dwoc x& ly va phan tich bang phan mém
Stata 14.



KET QUA VA BAN LUAN
WS, AP [ X

Cac dac diém lam sang va can lam sang
lac kho'i phat bénh

Két cuc diéu tri cia HCTH nguyén phat
khang steroid




Cac dac diém |am sang va can |1am sang

lic khoi phat bénh

Tudi khdi phat (nam):
< 10 tuéi
> 10 tuéi
Gidi nam

Cao huyét ap

Tiéu mau

eGFR (ml/phut/1,73m?da)
giai doan 1

giai doan 2
giai doagn 3

Khang steroid som
Sinh thiét than

MCD
FSGS

4,54 (2,19 - 7,33)
127
15
90

16
52

96
35
11

65

103
39

89,4
10,6
63.4

11,3
36,6

67,6
24,7
7,8

45,8

72,5
27,5




Brazil [86] PDurc[12] Iran[35] AiCap[70] Chung toi

(n=136) (n = 44) (n=71) (n=53) (n=142)
MCD 39% 25% 21,1% 24,5% 72.5%
FSGS 54,4% 70% 32,4% 30,2% 27,5%
DMP 6,6% 2,5% 28,2% 1,9% -
MN - - 5,6% 9,4% -
MPGN - - 12,7% 7,5% -
DMS - 2,5% - - -
Bénh than - - - 13,2% -

IgA




DPap irng diéu tri cac thudc irc ché mién dich

1956

DPap rng ban dau (sau 6 thang) véi cac thudc &rc ché mién dich

Thudc e ché mién dich Luibénh  Luibénh Khéonglui Tong
hoan toan  mé{t phan bénh s0
n (%) n (%) n (%)
Budc 1  CsA* 92 (69,2%) 30(22,6%) 11(8,3%) 133
TAC* 6 (66,7%) 3(33,3%)  0(0%) 9
Budc2 TAC (khang CsA) 4 (18,2%)  9(40,9%) 9 (40,9%) 22
Buéc3 TAC + MMF 4 (40%) 2 (20%) 4 (40%) 10

*: ddp vng diéu tri ban dau sau 6 thang giiva CsA va TAC khéng cé su khdc



Pap &ng diéu trj cac thudc &rc ché mié

@ KDIGO: 3 thir nghiém ngau nhién c6 nhém chirng (49 tré)
@ |ui bénh trong nhdm CsA 69% (31% CR, 38% PR)
@ |ui bénh trong nhdm ching 0 - 16%

Lombel RM., Hodson EM., Gipson DS. (2013). Treatment of steroid resistant nephrotic syndrome in children: new guidelines
from KDIGO. Pediatr Nephrol, 28(3), 409-414.

@ Ehrich JH: Diéu trj tré SRINS c6 FSGS vb can, khéng do gen bang
prednisone + CsA
@ CR 77%,\ké’t qua nay tham chi t&t hon khi ¢c ché mién dich dwoc ting
cuong bang methylprednisolone tinh mach.

@ Ty lé lui bénh 84% la cao hon dang ké khi so vdi diéu tri CsA don déc.

16.Ehrich JH, Geerlings C, Zivicnjak M, Franke D, Geerlings H, Gellermann J (2007). Steroid-resistant idiopathic childhood
nephrosis: overdiagnosed and undertreated. Nephrol Dial Transplant, 2007, 22(8), 2183-2193.



DPap &ng diéu tri cac thudc irc ché& mién dich

@ Choudhry S: mét nghién cu ngau nhién c6 nhédm chirng, khdng
mu trén 41 tré SRINS
@ hiéu qua lui bénh cta TAC va CsA luc 6 va 12 thang la khong khac biét
@ ty |é tai phat clia CsA cao hon cé y nghia so véi TAC, p = 0,01.

Choudhry S, Bagga A, Hari P, Sharma S, Kalaivani M, Dinda A (2009). Efficacy and safety of tacrolimus versus cyclosporine in
children with steroid-resistant nephrotic syndrome: a randomized controlled trial. Am J Kidney Dis, 53(5), 760—-769.

@ Wang W:
@ TAC cé hiéu qua gay lui bénh ban dau nhiéu hon CsA (p = 0,001)
@ sO lwot cac dot tai phat gitra 2 nhdm diéu tri (ndm th& nhat: p = 0,88;
nam th hai: p = 0,26).

Wang W, Xia Y, Mao J, Chen Y, Wang D, Shen H, et al (2012). Treatment of tacrolimus or cyclosporine A in children with
idiopathic nephrotic syndrome. Pediatr Nephrol, 27(11), 2073-2079.



[ DPap irng diéu tri cac thudc irc ché mién dich }

Tai phat sau lui bénh ban dau véi thudc CNIs

Cyclosporine Tacrolimus Giatrip
SO ca tai phat khi diéu trj 90/122 (75,4%) 5/9 (55,6%) 0,26
SO 1an tai phat khi diéu tri 3(2-6) 2(1-3) 0,38

Thoi gian diéu trj (thang) 25,2 (15,6 -55,6) 17(14,8-56,2) 0,79




DPap &ng diéu tri cac thudc irc ché& mién dich

@ Tai phat 70% cac truong hop dap &ng vdi diéu tri thudc CNIs sau
khi ngung cac dot diéu tri 6 thang va 12 thang.

Lombel RM., Hodson EM., Gipson DS. (2013). Treatment of steroid resistant nephrotic syndrome in children: new guidelines
from KDIGO. Pediatr Nephrol, 28(3), 409-414.

@ Hamasaki:

@ 31 tré SRINS dat lui bénh hoan toan: 22 con diéu tri thudc &rc ché& mién
dich lic 5 ndm (CsA & 19 bénh nhén) va 7/22 bénh nhan nay tiép tuc tai
phat thuong xuyén.

Hamasaki Y, Yoshikawa N, Nakazato H et al (2013): for Japanese Study Group of Renal Disease in Children. Prospective 5-year
follow-up of cyclosporine treatment in children with steroid-resistant nephrosis. Pediatr Nephrol, 28, 765-771.

@ Klaassen I:

@ 15/19 bénh nhan dugc ngwng CsA sau thoi gian trung vi 3,1 nam (0,5 —
14 nam) ma khong co tai phat & 11/15 (73%) bénh nhan v&i thoi gian
theo doi trung vi 9,7 nam.

Klaassen I, Ozgoren B, Sadowski CE et al (2015). Response to cyclosporine in steroid-resistant nephrotic syndrome:
discontinuation is possible. Pediatr Nephrol, DOl 10.1007/s00467-015-3109-3.



Tac dung phu ctia thudc CNIs

Cyclosporine Tacrolimus
(n = 122) (n = 35)
Ram long 10 (8,2%) 0 (0%)
Phi dai nwdu rang 6 (4,9%) 0 (0%)
Tiéu duwong do thubc 0 (0%) 1(2,9%)
Ton thuong than cap 0 (0%) 2 (5,7%)
Ton thuwong thdn man 4 (3,3%) 3 (8,6%)




DPap &ng diéu tri cac thudc irc ché& mién dich

@ Choudhry S: doc than kéo dai do CsA la 10% va do TAC la 4,7%.

Choudhry S, Bagga A, Hari P, Sharma S, Kalaivani M, Dinda A (2009). Efficacy and safety of tacrolimus versus cyclosporine in children
with steroid-resistant nephrotic syndrome: a randomized controlled trial. Am J Kidney Dis, 53(5), 760—-769.

@ Gulati S: roi loan chirc ndng than cap do TAC xuat hién & 3/22
tre.

Gulati S, Prasad N, Sharma RK et al (2008). Tacrolimus: a new therapy for steroid-resistant nephrotic syndrome in children. Nephrol Dial
Transplant, 23(3), 910-913.

@ Cdc sang thwong ddc than man cd thé phat trién ma khoéng kém
giam GFR.

Niaudet P, Boyer O. Ildiopathic nephrotic syndrome in children: clinical aspects, in Pediatric Nephrology, Ellis D. Avner, William E.
Harmonm, Patric Niaudet, Editors. 2016, Springer: Verlag Berlin Heidelberg. p. 839—882.



DPap &ng diéu tri cac thudc irc ché& mién dich

1956

TAC + MMF + Pred

@ Nikibakhsh AA: 23 tré HCTH khang steroid va CsA duoc diéu tri
védi CsA 5 mg/kg/ngay, MMF 30 mg/kg/ngay trong 6 thang va
prednisone giam liéu

@ 47.82% CR, 8,7% PR ma khéng co tac dung phu di kem.

Nikibakhsh AA, Mahmoodzadeh H, Karamyyar M et al (2011). Treatment of steroid and cyclosporine-resistant idiopathic nephrotic
syndrome in children. International Journal of Nephrology, doi: 10.4061/2011/930965.

@ Chung toi: ty 1é lui bénh ban dau sau 6 thang la 60% (CR 40% va
PR 20%) va tiép tuc duy tri ty 1& lui bénh nay (CR 30% va PR 30%)
sau thoi gian diéu tri trung vi 13,9 thang.



DPap &ng diéu tri cac thudc irc ché& mién dich

MMF + Pred

@ Gipson DS: 138 bénh nhan (93 tré em) cé SRINS va FSGS: 46%
trweong hop diéu tri CsA dat CR hodc PR so v&i 33% truong hop
diéu tri MMF va Dexa liéu cao (OR 0,59).

Gipson DS, Trachtman H, Kaskel FJ, et al (2011). Clinical trial of focal segmental glomerulosclerosis in children and young adults. Kidney
Int, 80(8), 868-878.

@ Sinha A: CR hodc PR sau 6 thang diéu tri bang TAC: 44,8% nhém
diéu tri MMF so v&i 90,3% nhém diéu tri TAC cd két cuc thuan
lgi (lui bénh kéo dai, tai phat khong thuong xuyén) luc 12 thang.

Sinha A, Gupta A, Kalaivani M et al (2017). Mycophenolate mofetil is inferior to tacrolimus in sustaining remission in children with
idiopathic steroid —resistant nephrotic syndrome. Kidney International, doi.org/10.1016/j.kint.2017.01.019.

@ Gellermann J: SRINS cé FSGS dat dugc lui bénh ban dau vdi
CNls, diéu tri MMF don ddc cé thé dat duoc lui bénh duy tri kéo
dai, bdo toén chirc nang than va kiém sodat huyét ap tét hon.

Gellermann J, Ehrich JH, Querfeld U (2012). Sequential maintenance therapy with cyclosporin A and mycophenolate mofetil for sustained
remission of childhood steroid-resistant nephrotic syndrome. Nephrol Dial Transplant, 27, 1970— 1978.

@ Chung t6i: 6 ngd doc man va&i CNIs va 2 |é thudc CNis.
@ 62,5% lui bénh (CR 37,5% va PR 25%).



Két cuc diéu tri cia HCTH nguyén phat

khang steroid

1956

@ Thoi gian trung vi la 50,6 thang (tr 12 dén 162,2 thang)

Dap &rng Lui bénh Lui bénh mot Khong lui Tong sé
eGFR hoan toan phan bénh n (%)
n (%) n (%) n (%)

Giai doan 1 61 (67%) 23 (25,3%) 7(7,7%) 91 (64,1%)
Giai doan 2 30 (81,1%) 7 (18,9%) 0 (0%) 37 (26,1%)
Giai doan 3 3 (42,9%) 3 (42,9%) 1(14,2%) 7 (4,9%)
Giai doan 4 0 (0%) 0 (0%) 0 (0%) 0 (0%)
Giai doan 5 0 (0%) 1(14,3%) 6 (85,7%) 7 (4,9%)
Téng s6 94 (66,2%) 34 (23,9%) 14 (9,9%) 142 (100%)




@ 97,9% van st dung cac thudc trc ché mién dich
@ prednisone 4,2%

CNIs 25,4%

prednisone + CNIs 57,8%

prednisone + CNIs + MMF 4,2%

prednisone + MMF 6,3%

@ 2,1% khong thudc trc ché mién dich

v
v
v
v
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Po thi Kaplan-Meier biéu thi thoi gian tién tdi ESRF

@ Ty |é song khong ESRF sau 5 nam la 96% (95% khoang tin cay
89,5% - 98,5%) va sau 10 nam theo doi la 89,1% (95% khoang tin
cay 73,5% - 95,8%).



Két cuc diéu tri cia HCTH nguyén phat

khang steroid

@ Trautmann A: 21,9% ESRF trong 612 tre SRINS

@ tylé song khéng ESRF ldc 5, 10 va 15 nam lan luot la 74%, 58% va
48%.

Trautmann A, Schnaidt S, Lipska-Zietkiewicz BS, et al (2017). Long-term outcome of Steroid-resistant nephrotic syndrome in children. J
Am Soc Nephrol, 28, 3055—-3065.

@ Zagury A: 41,9% ESRF trong 136 tré SRINS tai Brazil.

@ Ty lé song khong ESRF a3 71,5%, 58,4%, 55,3%, 35,6% va 28,5% luc

5 nam, 10 nam, 15 nam, 20 nam va 25 nam.

Zagury A, Oliveira AL, Montalvao JA, et al (2013). Steroid-resistant idiopathic nephrotic syndrome in children: Long-term follow-up and
risk factors for end-stage renal disease. J Bras Neurol, 35(3), 191-199.

@ Mekahli D: 78 tré SRINS tai chau Au

@ Ty lé song khong ESRF sau 5, 10 va 15 nam lan luot la 75%, 58% va
53%.

Mekahli D, Liutkus A, Ranchin B, et al (2009). Long-term outcome of idiopathic steroid-resistant nephrotic syndrome: A multicenter
study. Pediatr Nephrol, 24, 1525-1532.



So sanh dic diém cac bénh nhan SRINS cé va khéng c6 ESRF

Bién sé ESRF Khoéng ESRF p
(n=7) (n=135)
Tudi luc kh&i phat (n&m) 4.9 (2-7,9) 4.5 (2,2-7,1) 0,97
< 10 tudbi 7 (100%) 120 (88,9%%) 0,66
> 10 tudi 0 (0%) 15 (11,1%)
Gidi nam 3 (42,9%) 87 (64,4%) 0,07
Cao huyét ap 2 (28,6%) 14 (10,4%) 0,004
Tiéu mau 5 (71,4%) 47 (34,8%) 0,03
eGFR < 60 ml/phut/1,73m? 1 (14,3%) 10 (7,4%) 0,375
Khang steroid s&m 5(71,4%) 60 (44,4%) 0,02
Sang thuwong than: 0,83
MCD 4 (57,1%)* 99 (73,3%)
FSGS 3 (42,9%) 36 (26,7%)
Thei gian theo ddi (thang) 35,2 (28,4-97,6) 51 (23,3 -79,2) 0,68
Dap rng diéu tri sau cung: <0,001
Lui bénh 1(14,3%) 127 (94,1%)

Khoéng lui bénh 6 (85,7%) 8 (5,9%)




Cac yéu td nguy co ctia ESRF
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. i . . rng diéu tri va khong dap ong diéu tri vdi thudce e ché mién dich.
steroid som va khang steroid mudn.



Cac yéu td nguy co clia ESRF

Cac yéu td nguy co clia ESRF theo phan tich héi quy COX

Cao huyét ap 5,19 0,14 0,59 — 45,49
Tiéu mau 2,58 0,3 0,42 — 15,70
Khang steroid so'm 0,21 0,18 0,02 -2,02

Khéng lui bénh 19,83 0,008 2,21-177,88




Cac yéu t6 nguy co’ cua ESRF

@ Mekahli D: tudi kh&i phat HCTH trén 10 tubi la yéu to
nguy co doc lap clia ESRF trong phan tich don bién
cling nhu da bién.

Mekahli D, Liutkus A, Ranchin B, et al (2009). Long-term outcome of idiopathic steroid-resistant nephrotic syndrome: A multicenter
study. Pediatr Nephrol, 24, 1525-1532.

@ Zagury A:

@ tudi I&n hon ldc khéi bénh, tiéu mau, cao huyét dp, khéng
steroid s&dm, FSGS va khang v&i thubéc &rc ché mién dich la
cac yéu to nguy co cua ESRF.

@ khang CsA va FSGS |3 yéu t6 tién doan trong phan tich hoi
quy Cox.

Zagury A, Oliveira AL, Montalvao JA, et al (2013). Steroid-resistant idiopathic nephrotic syndrome in children: Long-term follow-up and
risk factors for end-stage renal disease. J Bras Neurol, 35(3), 191-199.



Cac yéu td nguy co ctia ESRF

® Trautmann A:
@ ty |é song khong ESRF luc 5 nam, 10 nam va 15 nam cua
MCD la 92%, 79% va 79%; FSGS la 69%, 52% va 37%.
@ dap irng UCMD trong nam dau lam giam nguy co ESRF,
@ Jdo6t bién gen lam tang dang ké nguy co ESRF.

Trautmann A, Schnaidt S, Lipska-Zietkiewicz BS, et al (2017). Long-term outcome of Steroid-resistant nephrotic syndrome in children. J
Am Soc Nephrol, 28, 3055—-3065.



HCTH
nguyeén
phat
khang
steroid
tré em

KET LUAN

CsA hodc TAC la chon lya diéu tri hang dau.

Cac truong hop khang CsA, cd thé cAn nhac diéu tri
TAC hoac két hop TAC véi MMF.

Duy tri CNIs liéu thap kéo dai sau khi dat duoc lui
bénh ban dau nham gidm kha nang tai phat HCTH.
Can nhac sinh thiét than I3p lai d€ loai trir doc tinh
ctia CNIs trén than cho cac trwong hop phai diéu
tri CNIs kéo dai > 24 thang, nhat la cac truong hop
co tang creatinine mau.

MMF la chon lya thay thé cho céc truong hop cé
dau hiéu ngd dbéc CNIs hodc cac trwong hop lé
thuoc CNls.

Khang v&i cac thudc c ché mién dich 13 yéu td
nguy co duy nhat ctia ESRF






